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W@id&ce For Ix!dustry?Subject: c?ominQntsconcerning the draft,

ANRAs: Blend Uniformity Analya.is”z Docket .Number 99-D-2635.

Dear Sir or Madamer

The Food & Drug Administration (FDA) has recently published a draft
guidance for industry entitled: ‘[ANDAs:Blend Uniformity AnalysisJ$
(BUA) that requires blend uniformity testing be performed on all
commerc?ia,lbatches to show that the process is in control. It is the
opinion of Sovereign Pharmaceuticals that the in-process controls and
tests already in place are more than adequate to assure uniformity and
homogeneity. This

r
idance only increases the already sizeable

regulatory burden w thout adding value to the product, and should be
withdrawn.

While giving the FDA’s perspective at the NAPM-GPIA-NPA-FDA Fall
Technical Meeting this week, speaker Dr. David Gill stressed the FDAIS
position that the industry needs to provide added assurance that each
product meets the requirements set forth in the regulations. If a
process is ‘tincontrollt it can be validated. Validatiw provides the
“added assurance.” Once a“’processis valzdated, no value is added to
the product by rewiring the industry to revalidate the process forever
via blender sarnpllngand testing.

Dr. Gill also pointed out that a very large number of recalls were due
to content uniformity i,ssues. In the February 1999, issue of :$The Gold
SheetJ1alI of the d,rugproduct recalls that occurred in “3.998,~erelisted.
In %998? out of.th.$.154’r@c@lls listed, only three were due to Content
uA$fOrrnity ghihUW9! Tlie..~ablebelow summaripes :the.,r?S@.@#,fgo@,,’tTh,e
Gold $heet~~for the past $flyears. . . :..<..:,,‘,””..,.

‘ R~c~lls’‘-’~konte~~- ...
ReGalls .Uniform.\tiy’Fiiilu~e.s-.”.... .

3,,.,:,.“;. ,,::.,,., < ; .
.

,., -1998 \ ,15$
%,. ....,.1997 ..... .’ .,;-:: ,.,-.::,..-.,.,.,.<,-... “5 ;,”:.”;:””=::.:’:::“;,’-::<19,96 ,.,.
$’”;:’”’;;”; “’:!>:,’,’:$:-:.,‘199”5, 1.89 ..

------ -----
Totals 22, or ,2..9.%..”$55

We live in an imperfect
successfully imposes on
regulators to focus on.
without adding value to
withdrawn.

wo~ld and no matter how many controls the FDA
the,industry, there will always be exceptions for
This guidance only increases regulatory burden

the product; and, as mentioned before, should be
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q&~&r~=,~n~uS$gyGa@ trti~ently nakm a b~
lnn.~vat,br”ls)● rt.fo~lows:t~.at,,tq,b~!Approve.@~’ge’fiq$l,qd~,~g,P$-@V~@;
~u”t#i b:ji%ii’ qo”od br tiettqr,.thanth~se.produced”..bythe ln~~vat~>r:.!?~~~~.owhy
.is,’.t’~.e’’”~~}specifically targeting the gener’ic.,i~dustry on this xssqe?,,,, ,,.,,,,.,,.. ..,,.r , ,. ,. ,, ,- ; ,,ir,+,, ~. .:. :,,,:”, ,. , .,. .,’ ; \,. q ,, .-,, ..,.,J,,A,,, \L~; . , . . ..- .,.: t~,-..-.i J&,->.,-, ..?:, *.... ~ , ~,: .. . ,>J, -r ““

,,,;,,l’
;, :,,.:.;.: ~,+.,<,, ,.4. t.. !:’.:.-,. ,,,, ,,,

,.,
1.. ;.: ,,,.-. . . . , ‘.

The Good”’~anufac~uring’’P~actic&’~egulat~on~,,’ $pec~f~ca~~y 2’1”’dFR
211.llO(a) state ‘that written procedures shall-in+ude i.n.-Pr@e~s
cOntrOls or tests ..w “ap ropriate sa~ples” tO ensure ‘fad@Wa~Y.of ~~

!mixing to assure uniform ty and homogeneity .*I
1

Concerning ~’appropriate
samples’g~ there are t~e issues”:1.) obtain ng an accurate sample-and
2.) taking the sample at the appr~priate time.. ~,. ..>”.”.....-... ,, ..’:-“.,.,””“.”””:..,F,.-.,,.....”..-,,’,.,..

-1..) J4au,uratesaaiples=Obtaining an accurate.””satiple@ diffz~~!t ,
“because of t~e.rqnge of particle sizes P~ese@ in ,~h~.b~e~~” ‘If., ..;,.,.J.,,.,J,,.,,..-..>....,..

. ........,.’.one.u~e.s=.a”sj$rnlllethief to sawp~e fy~~ a ‘v~r~ety of ~ocati?~s, in,. -.!,s ,%.-.-..—.
a%len~er there is the possibility that the .anqlytical result can

.. ~~bebi~se~~ue’to segregation occurring when the.rnateri?,lflOWS,... 1!into the sample dev ce. .An@her factor that can caus-e.erro~qous
blend test requl,t,s.is the tendency for some actives to acqulrea
static ,charge during blending. Statically charged particles will
interact with the,,samplin~ device to bias the result. All of
this is overcome,when a finished tablet or capsule is tested for
Content Uniformity.

2.) Appropriate sample time. The regulations [21 ,c~R-2”li0i.lQ”(c)]
call for the-testing of in-

?
recess materials.during pr~~qction

lfatcommence.m6nt.,or..q,ornpleton of.significatit phases [of
production] .!*This-raises another is~~e with the ~@prOpriatelleSS

of blend testing ‘as‘an in-process test.
,!

The @idance requires
~~BUA sampling from the klender; however, bl@ndq con~inu”es’every

time the material :istransferred frqm onecogta=l,n,er,:,~oa,n,$tller,

~-. _ - - .—
troltiafidt6slis”tientibn@d iti:21’’CFq’~K~~~-----.“—=.-=—-——.=——---.=.—- -..=—..—.—+...=--..—— ._.—--L.—.—.- . ,.

Thank you for
Guidance..

your time anijconsideration of our co~~~ks on this

(A Y‘ BOOS, Ph.D
P% ent & CEO
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